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mm mX\: 2003/1/30 



[g^A^] 



490,000 £! 

(70%2*S) 
147,000 21 

1. QefAi-SA11Ai(Ee)_-H 



2.?|gJS_1l 
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€-660*1 = *1 ^ efl o] e ^ ^ 

31 #3 #660*1 ^^li&MeflojE-i- ^ 7}*}51, 7}^}c^ -g-^A^ ^-2,0.^. ^ 
S>JL, 2.<£^r-& ^|E^]c Sf e fi o a V ffE | o1] ^ ife]fo)lEfl 5 0|1 -B-JL^ 2,6-t^o] 
r^^^M^ 7}^}JL, 7>^*H ^ ^*}-^ ; ^ofl^ ^o\] 

^7) 2_<U^ 3 7 }<5}^ M*lftcH y>-g-Al7l^ ^Tjl; ^ £-§-01 f fi s|^ cJ-a] 7 > 

-gr^H iStil^; * ^JlS ^*Rr ^-711= S^^g- ^^lO^ ^ ^.g. ^A>^^ 



20-3 



1020020061260 #3 2003/1/30 

^{Injectable Anaesthetic Agent Comprising 2,6-Di isopropyl phenol as an Active 
Ingredient and Preparation Method thereof} 

£ ^^-B- Si^r n}^-g- ^AfoH ^1-5.^, ^.Cf ^MI^-tH^t 2,6-^H 

2, 6- ir ^2)1^ ^ xl-g-^o.^. ^^^(BBB) f-^1 «-2M: ^7)} 

^*fl ^sl^ ^a>^s^ ^H^KZeneca)^ tfl^~°-, ^E^m°.S ^ 

A9l°-S- #1*1-71 o]^jl og^o^ ^ 7 | 7l . 100A£m *H1 
i£*l xi)^ s.^ ^1479884651, ^14056635^^1^ ^H]^ Tfl ^ *11 <?1 3Efl£f 

EL, J=#ff- -4 -g-EflolAl ofl^, ^ D ]- 7 >o.7> ^--a-SlJl, JiL££-g-nfl:5L o|| ^ , ^-sHU^ 
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a cf^- ^Af^l^ ^-^l^ 7 fl^-^ ^19710814<>11 t^^^ #el^aflolE 80 ^. Af-g- 

Sfrfe ^71- 7flAl£lc>| oJ*ln> oj « A ) ^^.g^g. ojo_ ? ]i. «.^ 7 j. ol^ 



^ «V^o] ja.^ ^^-g-ofl ^ €"Xl7l- £.2.^, S-l^ol o] ^-^oj ^ 



2,6-1^1^3.^511^ ^Aj-g.O_ S s>JL, T^^^iS. #S] 

ofl 1 ^l#Sl #660^1 ^Al^El 511 Ol E <^ EllE^-^1 c a 3x a a ^ <£^e| 6\] ig ^ ^ofl E fl 
=-# ^ A oHl ^7>SH ^oliis.ol]^^ ^A>»1^ S^-^Cf 

-f-#3 ^A}*^^ ^7>£l^ 2,6-^ol^ n S.^^lfe^r tfl«l 1-2 

^7>^cf. n>^ 1^^% nln>o. S ^7f5l^ ^ -f ofl SLis}^ ^ HL^r 

^-ojl 4 el- tf^o} nl^ ^fl^jn]. nl^J^-g. 7lcfl*>7l7> ^-^H , 2^%# 
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<9> £ ^ofl A>-g-5q^ 711^%^ ^<?1 #5^1131^3 #660*1 ^Al^E^o^eflolE 

^: #^-l-(Solutol , BASF))^ ^7fl aJ-c^o.^. Aj^ji oi^ ^MH^, cfli^^l 33°. 
s ^-f-^ HS 157V <£b^ 

<io> a o v 7 ] ^^^^^^^^-660^^^-Ali^^eflolE^ s.rt^ *j- 

5~10^% ^5L 0 14. ^ ^7}*K=r 3 -MS. ^7} lr7V^-tl- 33^.3. 

±r JIS^ Tifl ^ 10f^% ^7}S\±r $<L3. -g- ^ 

^^l-CGlycofurol, GF))5. ^ ^o^o.^ a]^ji oi- *)1*)H^, cfl^^o] a^o. 
S. ^iS^f- 757> o]n] ;£ oj-Bj^ oi^. 

<12> Aj-7) 711 ^#^^1^ -8-«fl iS^lSA-l ^A\4 S^tfl ^£ ^ 
*V*liir SHr^. ti>^*V ^Idfls^ ^Al^ ^ ^til^r ^U) 

10~25^% ^-£ 0 14. 2,6-^o1^k S ^5)]^^ ^ 711^%^^^) ^BHli 

31 # &| #660*1 ^Al^ El <>| ell °1^21 ^A>^ufl ^o] ^^11- 7 }7lb ^-f -g-SfliLS 

4. ^ 't^HI ^*ll ^7l SAj o]s>]o)}^ ^ci-i-dl^-Al^eflolE^. i^-^>^ ^•#^ < §, 
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^ Ji^MUS*^^ ^ 7 yq JfLojoj ^ 5a^. °1 ^ o. H>^-a|«V7flfe # 

0.1~0.5f^%, eflAjHi^ 0.1~0.5f^3 *£$\3. ^7>^ ^ 

<14> ^Vnfl^ ^AS^ O.S. ^-§-5)^ ^A}-g- C^H ^^Bfll- 

Wa^^^Hfe 200~900m0smol/kg, ti>#^*>7l]^ 260~390m0smol /kg °M , ^efl^- 
Si, l^, fait, ^Ml-, ^nsi, 74^1-, <33H+m# g= fe 

°1# #^ 20]^ - c j ^ SX^. 

<15> Aj- 7 j ^« ol«q6j|3E. 7>-§-£]^ f-^^] ^7>7ll7> JE<^ ^ ojcf. 

<16> ofl§ 1;^ <SM1 Jfigafl^ ofl^, = 3.^3! ^SHM 

# g #^<il^ ^« f-a-^- pH^r w^^Ml^r 6.0-8.0 ^5L°) ^ 

iflofl^ °H]^, oj-^^s ti.A> i ^ = ^AV ^a]aV ; HfSEf 

a a]- ej-EAf -jif ojs.^ o|oj pH ^^j^ o]-g-^ - 
<17> ol ol ^ ofl c ^ 7 ].^o. Sj nflig -fi^-Si, Sl-ols.s. Al ofl^ -gt^.^, tj-E-g- ^a] 

^ y o VJ Ml ( ^2^1 o>^ ^Aj-nfl ^ , Sl-HH*- A) o>Al ^AVHS^ , PHB ^l^Efle., fSl^tl 
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<18> J$ 7 ] 2i^°_3- 4^^)^ ^^^l ^M^.^. ofl^^^. ol^j-o) S7 l7> W>^-3] 

^Mlrr 15~35nm ^£5. S^i}. 
<i9> 2 > 6-c]ol^ SS ^ i? ))^.(^^: ss .3ti)o. ^a^o.^ ^ -A oH j ^^^^ 

<20> 

<21> (!) ^Aj-o.^ ^A>-g- ^+ £ i=. ^-ofl^^^^. ^-o.^ ^-g-oflofl ^JfL^o. 7]- 

s>i, a}^*}^ 40~80°C, iicf w>^-3i^7j]^ 50~-70°C^H 7>-8;^H ^ 

<22> ( 2 ) SL^Sr ^UM ^3L^*\] -ftjL^ £SIft 7>*H 

^l^r 40~80°C, «>#^]^l-7ll^ 50~70°C5. 7}£*H aj^o_ s 

<23> (3) ^£0^ ^Aj-ofl a o V 7 ] 0,0^ Aj-^. ^ aj 7 ^}^^ iltiV^ til-g-AlTjcf. 

<24> (4) aj-o-o] f£S]^ cfAl taj-e^}.^ 40~80t, J±4 «>#^]*>7ll^ 50~70°C5. 

<25> a o v 7 i (4) 35] ^S. *>^j-^ ^JL Pj-Oj^ofl ^ t^)- <£^;*irf. 

<26> Aj-7] ^2,^6]} j^ofl o^fl ^}^}7]) uH^^l^^ ^^*>^S 7} 

(microfludizer) jl7>^ A}-g-s]-*] ^rjic ^-tj-^] ^|] 2 f ^ 014 
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<>*UH l> 

^SLS. ^A]-g- ^5.^ 50m Loll #^#(Solutol HS 15, BASF) 7.5g# 7>*>ZL 60°C 
°1H 7}£ -g-gfl^ 40. aj^o.^ ^z]-Al^cf. j^Aj-^ ^B^^^l-(Glycofurol 75, GF) 

15g^ll ISlf lg# 7>«H * ^^Ai ^Z^-Al^rf. A^o^ ^Aj-ofl -2. 

^7>^^ JUtiVAl^cf. aV-g-o] ^JL£l ^ ufAl 60°CS. 7}-£: H*V*}JL A] 
^^Al^cf. <H 7}^ JEti} ^ 33 ^ D>ol^ S 

^7] oil 1/15M pH 7.4 <y^i<£ £^9*^ ^ 26.5mL *\7}f>}^ ^ 100mL^ 

1% ^H^g. ^i^>atcf. 

Aj-71 ^jAS ;fe*V &x)sq o}^ JfL^ pH, <$*}EL7], ^ 

^ E Jl y i# ^^S>^J7 ZL 1-3^1^^- ^-Cf. 



<32> <^A1<^1 2 > ^A>^]o] ^ 

<33> ol~ ^^ofl 4^ JL^-S ^<5f7l ^*fl l.lg ^7^1-Jl, lOmL^ 

C] 7}-*H nOmLS ^1^1*>J1^ #71 ^X\a)] 1^ -g-cy^ ^ ^ 
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<34> 



#71 ^1^*1 t^HItt y o v ^* °l-§-«11 pH, °g^a.7l, z\M 

^-^§*>^J1 =L & 1-3^^ 



<35> 



<36> 



<37> 



<^H1 3> ^Hl^l ^12: 

#71 ^A^ji- ^.g. ol^-^ ^51, pH, «a^>37l, Z\M 

^^^jt. zl a 1-3^4 ^-rf. 



<38> <^Alo^l 4> ^A}^ ^ 

<39> ^AV_g. 10% A>-g-*V 3}^ ^^^ }J1 - ^. 7] 2 ^ 4^^] 0} 
^Hll- ^13:*>^4. 

<40> ^y) 4^JO.^ ^A>^1^ ^qoj HVtt^ oj-g-*}] , pH) <a^S7l, ^El- 

^^*f5iJl ZL <5}7l S 1~3^A-14 ^-4 
<5. 1> 



<41> 



<42> 



^. 1 


540nm 


660nm 




96.1 


97.75 




95.35 


97.12 


*H °1|3 


97.05 


98.51 


^)A|oj] 4 


96.86 


98.53 



<43> 



<& 2> pH 
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<44> 



<45> 



<46> 





pH 


AJa| ofll 


7.71 




7.71 


^ A] <^13 


7.60 


^A|o)|4 


7.63 










-6J A] Ofll 


16.7 


-2.41 — 2.56 


*3*M|2 


17.5 


-3.85 — 4.18 




16.5 


-4.02 — 4.05 


AJA| C^|4 


16.9 


-2.27 — 2.88 



<47> 



<48> 



<*£X\<% 5 ~8> ^>^flal ASl 

^SLS. 10% 50mL<>1] #^#(Solutol HS 15, BASF) 7.5g^r 7}*}jL 

60 7}^ -g-sfl^ aj^o.^ ^z]-Al^cf. #e) S ^l-(Glycofurol 75, 

GF) 15g°fl #§#<§( i^t^Al -I- ^-i*^) 250mg, 99% eflX|E} 500mg* 7>*>J1 50 

~70°CS 7}-£ -g-^flAiy cf-g- ESif lg(^Hl 5), l.lg(^H 6), 1.2g(^AH 7 ), 
1.3g(^Aldj| 8)o.S. -§-*Ul^cf. €£<M ^Hl #71 zj- JLUtf 

^ ^7>*>^>H saVAl^c}. til-g-o] * nfA] 60°CS 5§?> Htilsl-Jl ^ 

<49> o^H i/i5 M pH 7.4 oJaJ-oj ^-^ofl 2 5mLl- ^7}*>J1 ^.o >^_g.6n.g. ^ 7 j. 

<50> Aj- 7 ] OJ- ^A>*|}±=. ^]Oj ttj-*^ ol-g-gfl ^-t^ £> Ol^ 7l# 
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<4l*H 9~12> ^V^flsl 
^6\] o^fl z^-zj-s] ^{(^Aiofl 9)~(^Aiofl i2)>i- aflaBfrsatj-. 



<54> 



<55> 



<^*H 13~16> ^a}^o] 

^ A o V * 10% SeflfSi -g-3» lOmL^: ^}-g-*}^r A\^\JL^ #7] ^a]^ 5~84 

4*<H ^}*fl{(^*H 13)~(^H 16)}» A3^<&A. 

<56> # 7 ] 4^0.^ ajj^ ^AHl^ ol-g-Sfl ^51, ^7>^7l# <5> 

<57> < S 4> ^7>^7] #^^4 



<58> 



AW J± 
0 s 


at 660nm) 


^ 3.7 \(rm) 




99.16 


26.2 




98.95 


25.5 


^A|a)|7 


99.38 


24.6 




98.75 


26.0 [ 




100.00 


33.6 


10 


99.83 


34.3 1 




99.74 


29.7 




99.03 


34.2 




98.71 


29.1 




99:57 


27.6 


*MM|15 


98.92 


25.2 


16 


99.14 


25.6 
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<59> 



<60> 



<61> 



<62> 



<^*H 17~19> <t^M12] *fl3i 

*>7l S 5^1 S^oflA^ §ol ^Ajojl 170- p H 7.4 ^1^^^^, 

18£ 10% Seflt^ -g-°-«, ^a]^ 19^ -Aj-g- ^~g-*}Jl, i<a^ 5^3 £ 

*H 7<HH<2}- S^S. ^534. pH 7.4 <yA>^ ^-#<5fl^S ^-1; 120mLS. ^ 5} 

^- ^l*}^ ^Hl 14 l%^A>ofl^- ^S^^. 

<S 5> 3^ 





-^MI17 


AJ^H|18 | 


<^|19 




pH 7.4 PB-" 


: 50mL 




50mL 


"o^-n — r 


50mL 






7.5g 


S i=S 


7.5g 




7.5g i 






15g 




15g 




15g j 




SDCJ 


250mg 


SDC 


250mg 


SDC 


250mg 




99% 


500mg 


99% 
i AM?! 


500mg 


99% 


500mg 




Hit 


1.2g 




1.2g 




1.2g 


pH 7.4 PB 


qs 


qs 




qs 




#31 


120mL 


120mL 




120mL j 



<63> 



<64> 



<65> 



<66> 



71 ♦ #^*1 ^H^Hr ^>7l 5. 64 ^-tj-. 
<S. 6> 



AH 


pH 




^S(cp) 


«a*h37| (nnO | 


4MM17 


7.6 


98.7 


0 . 8747 


26.5 




7.4 


97.9 


0.8764 


27.1 


4!^M19 


7.5 


99.0 


0.8705 


23.2 
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<67> 



<68> 



<69> 



<70> 



<*UH 20> *\}2^ 

3^1-5^. pH 7.4 <?!*><g °Jj ^1^* HOmLS. *V 3^ ^^Jl^r ^a)^ 14 
<S. 7> 2i*$ 





o|| 17 


^H18 ^aHIIS 1 




~o"T) — r 


50mL 




50mL 




50mL 




7.5g 




7.5g 




7.5g 






15g 




15g 




15g [ 


SDC 


250mg 


SDC 


250mg 


SDC 


250mg 


99% 


250mg 


99% Hit 


250mg 


99% 

5)1 A] 






l.lg 




l.lg 




l.lg [ 


pH 7.4 PB 




qs 


qs 




HOmL 


HOmL 


HOmL [ 



<71> 



<72> 



<73> 



A j-7l^ ^oj ^Aj^ ^A}^ cflAj-o. s :g.^cq « 0 1^ o. S pH) ^JEl- ^^*1 ^4 
<5. 8> 



All - - 


pH 


T ^i(660nm) 


41 /-HI 17 


7.5 


96.04 


ol| 18 


6.7 


94.93 


•*M| 19 


6.9 


97.24 



<74> 



<^]^1 i> :§l^7B^ 
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<76> 

<7 7> 3Kg ^5.3] S^l 3*]-eM °l-g- 

<78> ^^4^ 

<79> (i) ^.g. ji^tfloj) fl>8^|6fl 24g 7>eflEi (catheter )♦ #<y*M ^5.* ^ 

<80> ( 2 ) yflol^s|-o](Base line) ^-Bfl# y}^ io^-?_> lmL/kg/hr^l 

10-g- $.4) ^Efl» 71 ^}:n zl * 10-& ^o. s ^og^o. 2mL> 4mL) 6mLi 
8mL, lOmL/kg/hrS ^sj-^l^^. 
<8i> ^7H V ^ 

<82> (1) ^°JH1 24g 7>EflE^|# ^<3-g; ^^4. 

<83> (2) n>4)^ £ ^ 5g7>^ Z^-nl-o. XR-Sj-fe- ^A>W>^S QB\ H> 

#«:*Hf ^ (pinprick 7>^-)^ o}-g-*}.£tf. 
<84> a}- 

<85> < a 9> ^A]cfl 5 s] ^a>^](0 3.2kg, (2) 2.95kg, ® 3kg) 
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<86> 





Basel ine 


lmL/kg/hr 


klmL/kg/hr 


4mL/kg/hr 


6mL/kg/hr 


8tnL/kg/hr 


lOmL/kg/hr 


BP(S/D) 


©104/70 


©105/71 


QD 95/70 


CD 79/61 


CD 73/61 


© 61/47 


© 68/48 i 


(2)100/65 


© 94/61 


(2) 89/60 


© 80/70 


© 74/65 


© 71/62 


© 69/58 


(3)100/70 


© 92/64 


(3) 90/65 


® 87/65 


©107/83 


© 87/62 


© 83/53 




QD +++ 


© +++ 


CD +++ 


CD + 


CD + 


© + 


© + 


\£) ++T 


+ + + 


(2) +++ 


(2) ++ 


© + 


© + 


© + 


S) + + + 


0) ++ + 


© +++ 


© ++ 


© ++ 


© + 


© + 


pinpr ick 


© +++ 


OD +++ 


© +++ 


© + 


© + 


© + 


© + 


© ++ + 


(2) +++ 


© +++ 


© ++ 


© + 


© + 


© + 


© ++ + 


® +++ 


© +++ 


© ++ 


© + 


© ± 


© - 




© - 


0 - 


© - 


© - 


© - 


© - 


© + 


© - 


(2) - 


© - ! 


© - 


© " 


© - 


© - 


© - 


® - 


© - 


© - 


© " 


© - 


© - 



<& 10> ^MMK^SemX© 3kg, © 3.1kg, © 3.4kg) 





Basel ine 


lmL/kg/hr 


2mL/kg/hr 


4mL/kg/hr 


6mL/kg/hr 


8mL/kg/hr 


10mL/kg/hr 


BPCS/D) 


©79/61 


® 82/65 


© 83/64 


© 65/52 


© 84/63 


© 84/60 


© 81/61 


©100/66 


©110/69 


© 92/70 


© 85/73 


© 82/66 


© °HH 


© vym 


©91/63 


© 85/63 


© 83/60 


© 60/54 


© 63/57 


© 70/59 


© 70/59 




© +++ 


© +++ 


© +++ 


© +++ 


© + 


© + 


© ± 


© +++ 


© +++ 


© +++ 


© +++ 


® +++ 




© + 


© +++ 


© +++ 


© ++ 


© + 


© + 


© + 


© + i 


pinpr ick 


© +++ 


© +++ 


© +++ 


© ++ 


© + 


© + 


© ± 


© +++ 


© +++ 


© +++ 


© +++ 


© +++ 






© +++ 


© +++ 


© ++ 


© + 


© + 


© + 


© ± 




© - 


© - 


© - 


© - 


© - 


© - 


© - 


© - 


© - 


© - 


© - 


© - 






© - 


© - 


© - 


© - 


© - 


© - 


© - 



<*1^1 2> «<2] <£^s$ ^ 

^Hl 5~16<>11 *\}2i& ^iL^M 90<H ^l-^-^-i- *\ 

7) & 1134 H p LC1 . ^Jtj- o>^^^ 98~100%S nfl^- 

<& 11> ^r^iS^l 
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<93> 





^(Waters) 510 




486 




Intersil ODS 3. 5 van 




1 4.6>250mm GL *M <y ^Aj. 




CH 3 CN : H 2 0: <>M|m>fcKpH2.0)=70 : 30 : 0.1 





1.2mL/min 




50fi£ 




276nm 
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i] 

#660*1 E^aI >rEj o] z]} ol e ^ ^Eej-^c^a Jf^^«E]o||^^l^-E|^ofl^e.S ^ 
2] 

3] 
4] 

Xl 1%H1 5^1, 
5] 

Xl 1%H1 sa<H>H, 

#660*1 H.^Al^^o-)eflolE^ 5~10^% f-H-*>^ n>^)-§- ^a>^1 
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6] 

Bfl££l-*1 = 2 f itffe] if ^!ts] §1 tfl 5 1 10-25^^% f-H-*>^ u}#]-g- 
7] 

eflAlfl-g- o.l~0.5^^% ^-fi-SHr nHH-g- ^a>^1 

[3^8" 8] 

#7l ^a&^lfe Ee|| S A i 4^- > -^^5, ^ali-, nvq-g., ^ s 

9] 

^A>-g- ^ ^3i^]7} ^-g-^flofl ^sWi3!#3#660 

£ E fl M 5}*1 = s ^ ^ ^v ## ^ oil ^ ^] # s] #0 fl E fl s oil -fr^e^ 2,6-tH^HiiL^lii- 
* 7>5>JL, 7>£:SH JRU]-*!- ^ W^*^ #711 ; A3^H T'fcHl <#7] 

*V * Aj^o.S #7)11- *>±r nf^-g- ^AV^o] ^l^« o v^ 
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io] 

[^^J- 11) 

z}- ^-Tjl # 7>££r 40~80°CS. ^ ^ n>^.g- ^A>^o) ^l^wj-^ 
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